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*IHIffiJ*£^U k liF0TlfifiS£jFU k fl ' ti F©Jt|5g1I£^-f) T&S* 

a a 

it&£i&£tfJWH©k©£l&*-r£o _hl£ k iLTIi. 0.6 -0.8 . k 0 ' tb 

a a 

TfcU 1.2 -1.4 #j?£U\> :©xf -y -/irck 0. #^1f i£©7kit 
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(Fletcher. R. , Powell, M. J. D. , Computer 1. . 6, 1968, p. 163) *ffil*T*/Mfc 

(521) o AMBER 4.0 ©^*#*ffil>T^«ift©**fe^tt©^©^ 
^rtx*;U^-**ffll//:»Wx K#*rti*/M*-*<100 Kcal/mol^±£ o 

(522) o ;©^f^i:i^ Kabsh ©ft/JO^& (Kabsh, W. , Acta Cryst. . 
A32, 1976, p. 922; Kabsh, I. , Acta Cryst. , A34, 1978, p. 827) ^^-i^ 

JUf 5 (S23) o ^^^^^1fii©7X^^I4^t©^fBWSM i 
inter 

e -L c 

Einter = I{Gvdw(k) +Geic(k)«q K } 

K 

a^timt^t^Ho fiWii*. E intra «AMBEw.osss©&H*n;fc^ 

n 
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;u©#^£S1-^fc£7fvU Uftft^ U r -life cnftifectt 6 

H?x > •> + ;u©ftf§ (fetnft*»JSt5 4 o©/^©^ 9 4 -fcDMifizli L 

A. ■d:B ii ii^ait4 3 © i #i<t j #g©M^©ii 

E intra = I IV n / 2 (1 + COS(n<D~Y)}' 
Dihedrals n 

+ 1 (Aij/Rij 12 -Bij/Rij 6 )+ Z(Qi qj/eRij) 

i<j «<j 

s 23 -elt iti * ft ^ H ffl S ffffl ^ * ^ * - 1 ft* i*i x * ;u * - i © fa t< - % 

€&±£ttofc#^«&©i^£l&**S (S24) o #Jx.l2\ ±E©i*;U*-© 
¥n*^^-4 lOOi/c^lO kcal/mol R_k£ o fcffiffi£l$*?"S C £ #fcF* 

ftami-ts (S25) o m^Mim%^n^ft*m^(D7m^^ftoi2^nn. 

© *it * ft& ft -r S C £ # "C $ S o 

E , = E ■ <. ■ + E • + Whb • Nhb • Chb 
total inter intra 

CiJ;4\ E. _ RVE. tra l«©ifcn'fe^ Whb li**, Nhb .Ii7k#£ 
mier lnixd 

£©ffc, StfChb (i HH'OTk#^«c-«k5$^bi*;U¥- (W/Ltf. 2.5 kcal 
/mol) £^1"] *>"3 3tlUSnS^x^;l/^-E total : Mft/h <!: * J: 9 K n Powell 
& (Press, 1. H. , Flannery, B. P. , Teukolsky, S. A. , Vitterling, W. T. , 
Numerical Recipes in C. ' Cambridge University Press, Cambridge, 1989)^1^ 

-Pl^-C, ^^©^^^^^^©^IllS^^^fe^^S lTfEJjfcU 
fcADAM ttfUH^TLX - ?^-XHA:7j£ftT03 iD: ffi -b T E.fe 

^■tiT^^it©@EM^III^^$-li: ( S 26 ) ^ 4Jj)tLfcffig^KR&©'S.27~ S29 
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T «i£©E£*Bfcfct* ( S 28) o *©8L S28TP^^n^^o/:iM^W-r^ 
ft*m&£&®Wb**S*<t 1 L< (S29) > S29* t®Xf ^TftbtlfciM 

^©ffi^*it*SlR-rs (S30) o 

h o ^^fl|it©fta<t ii S 25 © X x <y 7° i ^©^TIt •? l £ *<T $ S (tztzb, 

**£iLT*R«frB**«srr* cs3i) „ MWffli^^'^^ 

ttl^»c«S10©XT. v 7 , llRoTS10~S31©Xr^7**»'»)iEL, »RLfc 

Jf&Cte S33©Xr 7 7*ICiitfo 

S 31-C*R* ft* 'J # > K*tt£*«£© + * «i cfc 9 W2« 'J # > K 

ft^©»»)&***T? C S 33) o ::©tto&*fcft:tto-<\ K^ti^xtt 

&©«« 4^^i^^ii©^fB^gs:^fflx^wu^-. ^ 
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*;u^- t 7 r >-r ^9-/uxt@SfPffl©^D^^fil00 .*>/c(5-8 kcal molJ^T 

KFt L<li 3 &±£f3:£-r U\, .fiSf^&kffig©&£^rc£ 

#ij;Ltf2(MiH±, £F£ L < IJ20~401i©iEffl£f££^Jf£TfcSo 

^ 4- 7C $ U B£M© g W -T 6 l±£ < © ^ r d JiH 1 ^ W-f $ K I* - 

I - T S 1 3 ~ S 25 £ T © X 7- y 7° * ft 1^ . N - * ©$B^«tig + njfifc 7k#& £tfc5££ 

U% ttfc, ^©«jt^©B£M©SEbg©W»*iR*aOTfe«i:^o 
_LIEXx y 7izm*Tft*m&<?)£#to&K^'Z S 13- S 33© y 7°£ft 

W,^ t7m&&&^7- a m+ 1 ©&£•££ S 12© X x 7 7°T{«$ ft S*flEM^© 

£l*il#^-#^i£©££*l£te©1fii$^ 

(±.E2>i*£Pre- Pruning : PP& *) o PP&I*. ^H^it©^ 
' Tfe^"5JS6-C*i2:^7<Rlft^S^T^5o - ©PP^^^fflf '5 - <t K «fc 0 ^ 

30 



PCT/JP96/03866 

WO 97/24301 





31 



WO 97/24301 



PCT/JP96/03866 



• | $ © I I 
1 . ■3>\£*-?-%m^t: tkMmtit&W) © T- * o T , TIB Oil : 

(1) S*^#^±ic^^*tffiP^^*^38W$nfc 1 Xli2H±©SM5 
l&<h*iJj3^B&^&*£©£:T©a^£frtf£^ 

(2) * 16*1 -r * «i> K £ & # * ^ ^ -r ^ « it * -f - ^ < - 

X j^b till Hi -t 6 Xfi 

*©S{ft#-?#1&£Jfl^<5I&#©fBIB£ 1 ^<wiSiS©^o 

X^^o/^A r A D A M & E V E j K cfc *) g'tR* ft-fc 1 X't* 2 J£J_t© 'J # > 
K^ffi©^+#^Xti^©^a^-?#^^ffl<'^tt*©«Bffl^ 1 ^^I£«c©^"i*o 

5. ta^^-u-wcf^tti^nfc 2^±©g#$H^#te£ffl^3ii#©$5H^ 

ll§Si!c©^'}*o 

ct 9 fx *?nsfS*©ISffl^ 5 igiiEtfe©^^ 0 

(E) 5pJJB pJtg^flfct 7 h ©4«^ t> 1 XI* 2 J^±©*|jt^-- * H £iI3R-f ; 

(F) ^«it^--y hCo^Tffiffl^#*^S^JSli"C^lHl-rSXS ;. 

(H) ^-r^^*it-3-- -y- h©&©±IK&^Pfi£g:;rU ±I£©XfI(E) til 

(G) Til^L/c^T©mit^--y W^^^-i^UT, ±I£©I§(F) Tfg 

32 



PCT/JP96/03866 

WO 97/24301 





ID 



8. ±E(2) ©Hiajxg^ «fii«54#iWJ^^w^ 

£©«SftUflfr*£#»5H-K^^ 

9. ±IE(2) <DfotoxmZ.&&&ft*^<»&£to* t <te®®* >y * ~ * ~* } 

10. ±l£(2) ©$ajXfi£, i^^C^^Tfe^Zt^SIISXtiti^^n 

11. ±IS(2) ©MXH£, <J>tt< ifc^feO^^^^S^W.^^^It 

13. D>t c a-^-^i^:f-H- i S£gS14*l:£&©iiJ$![:&& 
tc ffl i ^ ft S = &tg r -M-xt'^T, I*^f^±c^4t^ ill Sfi^Jt& 

£ £&m b ^«ife^JR*fi * ft^ ^ ~ * ^ _ x » 
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16. S^^^tSt UTfk^-r- ^^-X^b/nn A r A D A M & E V E J 



17. &*&t>#ti&izrtmznti2M±<D&*ftttft&m^Tft&zntim&(Dm, 

H^135(clBtfe0f-'-^<-x o 

18. ff^©IEffllll3iM^^tmi7^©t->Tn^ l^Cie«j©r-^<-x^^L 
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